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AB Solid dispersions of poorly soluble 


drugs 


are disclosed 


which are prepared 



using a solvent or fusion process. Such dispersions are manufactured 
with the free base of the drug, specifically paroxetine free base. 
Paroxetine free base and PEG-8000 were mixed and a stream of HCl gas was 
introduced to the mixture The solidified product was collected and IH-NMR 
anal, showed the product was a mixture of PEG and paroxetine 
*HC1. A tablet containing 22.21 mg paroxetine 
•HCl was formulated. 
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Blessing 



10019049 



using a solvent or fusion process. Such dispersions are manufactured 
with the free base of the drug, specifically paroxetine free base. 
Paroxetine free base and PEG- 8000 were mixed and a stream of HCl gas was 
introduced to the mixture The solidified product was collected and IH-NMR 
anal . showed the product was a mixture of PEG and paroxetine 
•HCl. A tablet containing 22.21 mg paroxetine 
•HCl was formulated. 
IT Mental disorder 

(depression, treatment of; manufacture of paroxetine solid dispersions using 
solvents or fusion process) 
IT Polyoxyalkylenes , uses 

RL: MOA (Modifier or additive use) ; USES (Uses) 

(manufacture of paroxetine solid dispersions using solvents or 
fusion process) 
IT Drug delivery systems 

(tablets; manufacture of paroxetine solid dispersions using solvents or 
fusion process) 

IT 9003-11-6, Ethylene glycol -propylene glycol copolymer 9003-39-8, PVP 
9004-64-2, Hydroxypropyl cellulose 9004-65-3, Hydroxypropyl methyl 
cellulose 9004-67-5, Methyl cellulose 25322-68-3, Polyethylene glycol 
RL: MOA (Modifier or additive use) ; USES (Uses) 

(manufacture of paroxetine solid dispersions using solvents or 
fusion process) 

IT 64-17-5, Ethanol, uses 67-56-1, Methanol, uses 67-63-0, Isopropanol, 
uses 71-23-8, Propanol, uses 71-36-3, Butanol, uses . 78-83-1, 
Isobutanol, uses 78-92-2, sec-Butanol 
RL; NUU (Other use, unclassified) ; USES (Uses) 

(manufacture of paroxetine solid dispersions using solvents or 
fusion process) 
IT 61869-08-7, Paroxetine 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 
(manufacture of paroxetine solid dispersions using solvents or 
fusion process) 
IT 78246-49-8P, Paroxetine hydrochloride 

RL: PNU (Preparation, unclassified) ; PRP (Properties) ; THU (Therapeutic 
use) ; BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(manufacture of paroxetine solid dispersions using solvents or 
fusion proce 
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Disclosed herein is a controlled-release formulation comprising, in 
combination a therapeutically-ef f ective dosage of drug which melts 
at low temperature and an additive selected from the group consisting of Et 
cellulose, Me cellulose, hydroxypropyl cellulose, polyacrylamide , 
ethylene -vinyl acetate copolymer, poly(Me methacrylate) , polyhydroxyethyl 
methacrylate and waxes, and the like, such that the additive and the drug 
form a homogeneous drug-additive composite, wherein the drug is selected 
from the group consisting of: divalproex sodium (I), ibuprofen, ramipril, 
dibenzyline, erythrityl tetranitrate, isosorbide dinitrate, methsuximide, 
ketoprofen, gemfibrozil, paroxetine -HCl, and 

trimipramine maleate. I 25 g were melted with 1.25 g of polyethylene wax 
at lis*' and the resulting molten composite was filled into 
capsules, which were subjected to USP dissoln. test in simulated gastric 
fluid. The capsules showed controlled release of I such that only 
.apprx.60 % of the I in the composite was released over 24 h. 
Disclosed herein is a controlled-release formulation comprising, in 
combination a therapeutically-ef f ective dosage of drug which melts 
at low temperature and an additive selected from the group consisting of Et 
cellulose, Me cellulose, hydroxypropyl cellulose, polyacrylamide, 
ethylene-vinyl acetate copolymer, poly (Me methacrylate) , polyhydroxyethyl 
methacrylate and waxes, and the like, such that the additive and the drug 
form a homogeneous drug-additive composite, wherein the drug is selected 
from the group consisting of: divalproex sodium (I), ibuprofen, ramipril, 
dibenzyline, erythrityl tetranitrate, isosorbide dinitrate, methsuximide, 
ketoprofen, gemfibrozil, paroxetine * HCl , and 

trimipramine maleate. I 25 g were melted with 1.25 g of polyethylene wax 

at 115° and the resulting molten composite was filled into 

capsules, which were subjected to USP dissoln. test in simulated gastric 

fluid. The capsules showed controlled release of I such that only 

.apprx.60 % of the I in the composite was released over 24 h. 

59-96-1, Dibenzyline 77-41-8, Methsuximide 87-33-2, Isosorbide 
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dinitrate 521-78-8, Trimipramine maleate 7297-25-8, Erythrityl 
tetranitrate 9003-05-8, Polyacryl amide 9004-57-3, Ethyl cellulose 
9004-64-2, Hydroxypropyl cellulose 9004-67-5, Methyl cellulose 
9011-14-7, Polymethylmethacrylate 15687-27-1, Ibuprofen 22071-15-4, 
Ketoprofen 24937-78-8, Ethylene -vinyl acetate copolymer 25249-16-5 
25812-30-0, Gemfibrozil 76584-70-8, Divalproex sodium 78246-49-8, 
Paroxetine hydrochloride 87333-19-5, Ramipril 
RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(homogeneous mixts . of low temperature -melting drugs and additives for 

controlled release) 
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AB Paroxetine-HCl (I) exists in two solid state forms 

differentiated by their degrees of hydration. Form I is a non- hygroscopic 
hemihydrate and is thermodynamically the more stable. Form II is a 
hygroscopic anhydrate the moisture content of which is controlled by the 
prevailing humidity. Form II converts to Form I, if seed crystals of Form 
I are present, when exposed to humid conditions or if subjected to 
compression. The rates of transformation were determined by IR spectroscopy 
and techniques are described to identify the solid state form in 
compressed tablets. The transformation follows kinetic models described 
by diffusion and phase boundary processes and the rate constant (k) is 
related to temperature by the Arrhenius equation. At constant temperature In 

k is 

related to the reciprocal of the compaction pressure. Thermodn. 
measurements of free energy (AGT) and enthalpy (AHT) show the 
two forms to be energetically similar and measurements of dissoln. 
indicate that both forms would be expected to be bioequivalent . 

TI Solid-state forms of paroxetine hydrochloride 

AB Paroxetine-HCl (I) exists in two solid state forms 

differentiated by their degrees of hydration. Form I is a non -hygroscopic 
hemihydrate and is thermodynamically the more stable. Form II is a 
hygroscopic anhydrate the moisture content of which is controlled by the 
prevailing humidity. Form II converts to Form I, if seed crystals of Form 
I are present, when exposed to humid conditions or if subjected to 
compression. The rates of transformation were determined by IR spectroscopy 
and techniques are described to identify the solid state form in 
compressed tablets. The transformation follows kinetic models described 
by diffusion and phase boundary processes and the rate constant (k) is 
related to temperature by the Arrhenius equation. At constant temperature In 

k is 

related to the reciprocal of the compaction pressure. Thermodn. 
measurements of free energy (AGT) and enthalpy (AHT) show the 
two forms to be energetically similar and measurements of dissoln. 
indicate that both forms would be expected to be bioequivalent. 
IT Heat of fusion and Heat of freezing 
Heat of solution 

(of paroxetin hydrochloride solid-state forms) 
IT Solution rate 

(of paroxetine hydrochloride solid-state forms) 
IT Free energy 

(of transition, of paroxetine hydrochloride 
solid-state forms) 
IT Compaction 
Humidity 

(paroxetine hydrochloride solid-state forms in 
relation to) 
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IT 78246-49-8, Paroxetine hydrochloride 

RL : PRP { Proper t ie s ) 

(solid-state forms of) 
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